standard Illumina protocols. Gene expression data was normalized (quantile normalization with background subtraction) using Illumina GenomeStudio software version 1.9.0. In vivo T cell trafficking. T cells were purified from spleens of eRapa or Eudragit treated mice using a mouse T lymphocyte enrichment set-DM (BD Biosciences), labeled them with 1 μM (eRapa, CFSE low ) or 10 μM (Eudragit, CFSE hi ) CFSE and 10x10 6 T cells were injected intravenously at a 1:1 ratio into 3 young BL6 recipients. The next day, proportions of CFSE low versus CFSE hi T cells were assessed by flow cytometry in various organs, after making single-cell organ suspensions.
Generation of bone marrow-derived dendritic cells and in vitro Th cell differentiation.
Bone marrow cells from tibias and femurs of 8-10 week old BL6 mice were collected as we described (Hurez et al. 2012) and differentiated into bone marrow-derived dendritic cells (BMDC) using GM-CSF (R&D Systems) at 4 ng/ml ± rapamycin (InvivoGen) at 5 ng/ml for 7 days. BMDCs were identified as CD11b 009  007  024  159  143  189  010  028  190  147 218 220 . Bone marrow cells were cultured with either GM-CSF/DMSO or GM-CSF/rapamycin at 5 ng/ml for 7 days to generate BMDCs. Flow cytometry was used to define BMDCs as CD11b + CD11c + (top) and activated BMDCs were defined as CD11c + MHCII + or CD11c + CD80 + . GM-CSF, granulocyte macrophage-colony stimulating factor. DMSO, dimethylsulfoxide vehicle control. MHC, major histocompatibility complex. (B) CD4 + CD25 -cells from 12 week old female BL6 mice co-cultured with BMDCs generated with either GM-CSF/DMSO (CTRL) or GM-CSF/rapamycin (RAPA) and matured with LPS or cytokines (IL-1β + TNF-α). After 5 days, IL-17 and IFN-γ was assessed by intracellular cytokine stain in CD4 + T cells using flow cytometry. GM-CSF, granulocyte macrophage-colony stimulating factor. DMSO, dimethylsulfoxide. TNF-α, tumor necrosis factor-α. Numbers in quadrants are percent gated events. One representative experiment of two. (C) Effects of eRapa diet on the expression of A20 and IκB-α in lungs. Immunoblots and densitometric analysis in tissue lysates prepared from lungs of 22 month old UM-HET3 mice that had received low-(4 7 ppm) Immunoblots and densitometric analysis in tissue lysates prepared from lungs of 22 month old UM HET3 mice that had received low (4.7 ppm), mid-(14 ppm), or high (42 ppm)-dose eRapa or control diet for 13 months from 9 to 22 months of age (n=6/cohort). Antibodies used displayed on the left. Actin was probed on the same membranes and used as a loading control. Histograms show the ratio (protein/actin) of intensity values. P values from unpaired t test. Mouse numbers at gel tops. ppm, parts per million. All error bars represent S.E.M Supporting Tables   Table S1. eRapa induces changes in genes regulating T cell homeostasis, markers of naïve versus memory or exhausted/senescent T cells and metabolism. Table S2 . eRapa induces changes in chemokine and chemokine receptor genes in T cells. Average (log 2)-fold changes in gene expression in sorted B220 + B cells from spleens of eRapa versus control diet fed mice (3 mice/group). Average (log 2)-fold changes in gene expression in sorted cells from spleens of eRapa versus control diet fed mice (3 mice/group). Average (log 2)-fold changes in gene expression in sorted cells from spleens of eRapa versus control diet fed mice (3 mice/group).
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